The FDA regulates the use of information by biopharmaceutical companies in their promotional activities. Section 114 of the Food and Drug Administration Modernization Act of 1997 (FDAMA) was specifically designed to allow companies to more readily disseminate health care economic information (HCEI) to those who need it for formulary decision making. However, very little HCEI has been distributed promotionally under this provision over the past 17 years. There are recent discussions by stakeholders regarding the need for updates, revisions, or guidance regarding Section 114.
or well over 20 years, health care economic information (HCEI), such as cost-effectiveness, has been in demand by managed care organizations and other payers, such as pharmacy benefit managers, to aid in drug formulary decisions. The U.S. Congress recognized that "health economic information about approved 'on-label' uses is needed by managed care experts and other healthcare providers responsible for evaluating the benefits, other consequences, and costs of competing therapies." Further, Congress also recognized that biopharmaceutical "companies typically have the best and most comprehensive information about the cost, effectiveness, and safety of their products." 1 Section 114 of the Food and Drug Administration Modernization Act of 1997 (FDAMA) amended the Federal Food, Drug, and Cosmetic Act (FFDCA) to significantly modify the standard for U.S. Food and Drug Administration (FDA) regulation of HCEI communicated by a biopharmaceutical company to a formulary committee or similar entity. 2 Section 114 was intended to enable the sharing of useful HCEI sought by decision makers.
In the 17 years since Section 114 of the FDAMA was passed, managed care organizations, pharmacy benefit managers, and other health insurers making decisions on the behalf of beneficiaries are still seeking the same types of HCEI. The passage of the Affordable Care Act and its formation of the PatientCentered Outcomes Research Institute (PCORI), with its focus on comparative effectiveness research (CER), have spurred renewed discussions about FDAMA Section 114.
The purpose of this commentary is to equip managed care pharmacists with the information they need to understand FDAMA Section 114 and the proposed potential changes to the statute suggested by various stakeholders. The statute and why it was an important change to FDA regulation are outlined. Also discussed are the reasons for the renewed interest in Section
• There is a growing need for managed care pharmacists to have access to reliable health care economic information (HCEI) for decision making.
• While Section 114 of the Food and Drug Administration Modernization Act of 1997 (FDAMA) was passed to support the provision of HCEI to formulary decision makers, its use and impact have been questioned by many stakeholders.
What is already known about this subject
• This review provides managed care pharmacy decision makers with foundational information for understanding FDAMA Section 114, the renewed interest in it, and the proposed legislative and policy changes in discussion.
• This review provides suggestions for managed care pharmacy regarding its leadership role in advocating for a process that meets its needs-one that provides access to the information decision makers want in the format they prefer-while ensuring appropriate regulatory oversight to prevent communication of false and misleading information, and at the same time not being a barrier to information access.
What this study adds
such as journals, magazines, and newspapers, as well as broadcast media such as television, radio, and telephone systems.
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While FDA-required labeling is generally approved by the FDA before distribution with the product, promotional labeling is not reviewed by the FDA before it is distributed and is defined as any written, printed, or graphic matter that bears a "textual relationship" with a drug or device. 3 Therefore, although a pamphlet sent to a physician's office may not carry a "physical attachment" to the specific drug, it is still considered to be promotional labeling due to a textual relationship with the drug.
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Section 114 of the FDAMA Although FDA oversight of advertisements and promotional labeling began in 1962, Congress did not anticipate the structural changes in the health care system between 1962 and the early 1990s that would drive the use of HCEI as a relevant topic in prescription drug promotion. 9, 10 Because of the proliferation of new treatment options, skyrocketing costs, and uncertainty over which treatments are most effective, payers were seeking to contain costs while making the best choices for their beneficiaries. 11 In response, companies wanted to be able to make claims based on their analyses. As an indicator of the growing interest in HCEI, the quantity of publications identified under the search term cost-effectiveness analysis increased dramatically between 1990 and 2012 (see Figure 2 ). 12 FDA staff were dedicated to prescription drug promotion review and enforcement in the 1980s, and the Division of Drug Marketing, Advertising and Communications (DDMAC) was established in the early 1990s. 13, 14 In 1995, DDMAC drafted a white paper on cost-effectiveness (also referred to as a DDMAC unreleased draft guidance) in response to the proliferation of 114, the reasons for suggested updates, and suggestions regarding the role of managed care pharmacy in acquisition of HCEI.
■■ History of FDA Regulation of Communication of Economic Information
Federal regulation of drug labeling was authorized in 1906, and the FDA began regulating the manufacture, promotion, and sale of drugs in 1938 with the FFDCA (see timeline depicted in Figure 1 ). Under section 502(a) of the FFDCA, a drug is deemed to be misbranded "if its labeling is false or misleading in any particular." 3, 4 In general, prescription drug labeling misbrands a drug product if it is false, lacking in fair balance, or otherwise misleading. 5, 6 The 1962 Kefauver-Harris Drug Amendments to the FFDCA added the requirement that drug makers need to prove that their drugs are efficacious before the FDA can approve them for sale. These 1962 amendments established "substantial evidence" as the standard for efficacy to support claims in labeling or promotion. Substantial evidence means "evidence consisting of adequate and well-controlled investigations." 5 The FDA generally interprets this requirement to mean that a company must provide evidence from at least 2 adequate and well-controlled clinical studies to support an efficacy claim in promotion. 6 The 1962 amendments also gave the FDA jurisdiction over prescription drug promotion, with oversight of whether the benefits and risks of treatment are presented in a truthful, nonmisleading, fair, and balanced manner.
FDA regulations define 2 types of prescription drug promotion: advertising and promotional labeling. Advertisements include promotional material that appears in print periodicals 
Evolution of Drug Effectiveness Evidence and Communication Standards
CEA studies and dissemination by the pharmaceutical industry. The FDAMA was passed in 1997 to specifically address the use of HCEI in prescription drug promotion to managed care. 15 Section 114 of the FDAMA amended the FFDCA provisions regarding misbranded drugs or devices by adding an existing Federal Trade Commission evidence standard-"competent and reliable scientific evidence"-to the FDA's authorization in section 502(a). 2 (See specific language in Figure 3 .) Section 114 mandates the application of the "competent and reliable scientific evidence" standard to FDA review of HCEI in prescription drug promotion if it is "provided to a formulary committee, or other similar entity" and "directly relates" to an approved indication.
2 By changing the standard of evidence for the dissemination of HCEI to experts who make health plan coverage decisions, Congress sought to increase the flow of that information by removing undue restrictions on companies. Congress was convinced that these undue restrictions "interfere with the public health because of the sale and use of needlessly expensive products."
1 However, Section 114 did not change the substantial evidence requirement that applies to effectiveness claims in all other types of prescription drug labeling and promotion.
Section 114 is limited in scope. For example, it does not address regulatory standards related to industry-supported scientific and educational activities and manufacturer responses to unsolicited requests for information about a drug. 16 Section 114 also does not affect the FDA's current guidance on the dissemination of medical journal articles and scientific or medical reference publications that discuss unapproved new uses for approved drugs or approved or cleared medical devices Number of Studies 1 9 7 6 1 9 7 7 1 9 7 8 1 9 7 9 1 9 8 0 1 9 8 1 1 9 8 2 1 9 8 3 1 9 8 4 1 9 8 5 1 9 8 6 1 9 8 7 1 9 8 8 1 9 8 9 1 9 9 0 1 9 9 1 1 9 9 2 1 9 9 3 1 9 9 4 1 9 9 5 1 9 9 6 1 9 9 7 1 9 9 8 1 9 9 9 2 0 0 0 (a) In General.-Section 502(a) (21 U.S.C. 35152(a)) is amended by adding at the end the following: "Health care economic information provided to a formulary committee, or other similar entity, in the course of the committee or the entity carrying out its responsibilities for the selection of drugs for managed care or other similar organizations, shall not be considered to be false or misleading under this paragraph if the health care economic information directly relates to an indication approved under section 505 or under section 351(a) of the Public Health Service Act for such drug and is based on competent and reliable scientific evidence. The requirements set forth in section 505(a) or in section 351(a) of the Public Health Service Act shall not apply to health care economic information provided to such a committee or entity in accordance with this paragraph. Information that is relevant to the substantiation of the health care economic information presented pursuant to this paragraph shall be made available to the Secretary upon request. In this paragraph, the term 'health care economic information' means any analysis that identifies, measures, or compares the economic consequences, including the costs of the represented health outcomes, of the use of a drug to the use of another drug, to another health care intervention, or to no intervention."
FIGuRE 3
Food and Drug Administration Modernization Act: Section 114 Language marketed in the United States to health care professionals and health care entities. 17 Section 114 changed the evidence standard for industry communication of economics-related promotional information. At no other time since the 1962 drug amendments established the substantial evidence standard has an alternate standard of evidence been adopted by the FDA for the regulation of prescription drug products. However, the limitations of this provision, as will be discussed, impeded the flow of information that was contemplated by Congress in enacting FDAMA Section 114.
In line with the intent of Congress to increase the flow of economic information, and despite the prescription drug industry's increased efforts to generate that evidence, the Academy of Managed Care Pharmacy (AMCP) first released the AMCP Format for Formulary Submissions in 2000. The AMCP Format provides managed care organizations (MCOs) with comprehensive drug information (dossiers) directly from the company but minimizes legal quandaries. 18 The AMCP Format circumvents Section 114 because it relates only to unsolicited requests from a health care system to a pharmaceutical manufacturer. Unlike information distributed under Section 114, this activity is not considered promotional.
19 Following a learning curve on the part of MCOs and drug companies, the AMCP Format gained traction, leading to the loss of prominence for FDAMA Section 114. 20, 21 Recently, a renewed effort to define standards for what constitutes competent and reliable scientific information has generated interest among the pharmaceutical industry, health care decision makers, and regulators in order to make informative HCEI more available. 22 ■■ Why So Little Use of FDAMA Section 114? While the intent of Section 114 was to improve the flow of HCEI to those who need it for decision making, it is clear that goal has not been achieved. Neumann reported in 2009 that there appeared to be too little discussion, use, or general interest in Section 114 over the 10 years after its enactment. 21 Reasons for the lack of use were hypothesized as murky rules, restrictiveness, and the use of the AMCP Format. 15 To some extent, the interpretation of Section 114 has been unclear. For example, questions remain over who specifically is the intended audience for competent and reliable scientific information? Does the recipient of the information need to be a Pharmacy and Therapeutics Committee member? Or, can any pharmacist employed by an MCO receive this information? These ambiguous aspects of Section 114 also include determination of what information is directly related to the required product labeling. It may seem that this is straightforward, as the labeled indication. However, MCOs clearly are looking for information that goes beyond the labeled indication. These potentially ambiguous terms are listed in Table 1 .
As a result of this ambiguity, companies may hesitate to share HCEI broadly because they are not sure who can legally receive this information. For example, comparative effectiveness information is critical to MCOs but is rarely included in drug labeling. However, without a specific economic analysis, a strict interpretation of Section 114 would not allow the new evidence standard to be applied to that information in promotion. A company would be prohibited from including the information in promotional materials if the comparative effectiveness information does not meet the traditional substantial evidence standard.
In addition, questions that remain pertaining to the interpretation of Section 114 may in large part go unaddressed because of the widespread use of the AMCP Format. Companies have invested substantially in the development of these extensive dossiers guided by the AMCP Format to meet the demands of these unsolicited requests for information. 14 
■■ Why the Renewed Interest in FDAMA Section 114?
In the last several years, there has been renewed interest in Section 114 due to several factors: (a) more visible emphasis on comparative value as evidenced by recent U.S. legislation that includes funding of CER; (b) "big data" and an ever-expanding range of sources of input for deriving HCEI; and (c) recent court decisions that might indicate a change in the regulatory environment and an increased appetite for regulatory challenges. Each of these is discussed in the following sections. 
Specific Terms Used in Food and Drug Administration Modernization Act Section 114

Emphasis on Comparative Value
Comparative value is at the forefront of health care policy because of the resource-constrained and economically stressed environment in which the United States finds itself. Both the 2009 American Reinvestment and Recovery Act (ARRA) and the 2010 Affordable Care Act (ACA) included CER provisions. [23] [24] [25] The ARRA legislation dedicated $1.1 billion to funding CER over a 2-year period. 26 In 2010, the ACA was signed into law by President Barack Obama with a provision to establish PCORI, committing an estimated $6 billion to CER over a 10-year period. 27 This public-private effort will substantially increase the amount of CER information generated and disseminated. While PCORI technically is not a government entity, its origin in the ACA legislation, and the substantial government investments in it, provides its findings with implied governmental imprimatur. Increased CER will likely result in more comparative findings being communicated by all parties. In keeping with this trend, drug companies may endeavor to use FDAMA Section 114 as an avenue to disseminate CER findings. It remains to be seen how much CER results in HCEI and when comparative drug information is considered to be directly related to the labeled indications in the eyes of the regulators.
Growing Importance of "Big Data"
As part of the ARRA and the ACA, investment in health care informatics was also prominent. Many private and public organizations are investing in what is being referred to as "big data." 28 Multipayer and industry consortia collaborating, merging, and acquiring data, infrastructure, technologies, and expertise translates into not only more CER data resources, but also a variety of methods for CER generation and dissemination. 29, 30 Since these databases will likely be used for observational studies and modeling, companies could benefit from finding a way to disseminate these findings under the purview of Section 114 when communicating results.
Legal Challenges to FDA Regulation of Speech
Finally, over the last few years, there have been several successful legal challenges pertaining to FDA regulation of communication or commercial speech, including United States v Caronia and Sorrell v IMS Health.
In the Caronia case, a pharmaceutical sales representative was convicted of off-label promotion of a prescription drug. The Second Circuit Court overturned Caronia's conviction on the grounds that it impermissibly criminalized protected speech and violated his First Amendment freedom of speech rights. In this case, the court stated that "the government cannot prosecute pharmaceutical manufacturers and their representatives under the FDCA for speech promoting the lawful, off-label use of an FDA-approved drug as long as that speech was not false or misleading. 31 The Sorrell v IMS Health case was in response to passage of the Prescription Confidentiality Act. This act "prohibits the sale, license, or exchange for value of personal information data for the purpose of selling or marketing a prescription drug." 32 The question was whether or not the state of Vermont could impose a restriction on industry use of data when that restriction is not imposed upon any other user of that data. The U.S. Supreme Court decided in favor of IMS Health, stating that a "State cannot engage in content-based discrimination to advance its own side of a debate." 33 The state of Vermont was attempting to prevent pharmaceutical companies from using records that reveal the prescribing practices of providers. Again, the court stated that the Vermont statute that imposed the restriction was a violation of the First Amendment.
These 2 cases are examples of recent activity in the courts that may be a signal of an environmental shift. If companies were being cautious in the past for fear of possible legal recriminations, these recent legal findings could be a sign of, or an encouragement for, more aggressive actions, especially in light of rulings that favor commercial free speech.
■■ Implications for Managed Care Pharmacy
Pharmacists need to be aware that companies communicating their HCEI promotional messages may use the Section 114 "competent and reliable" effectiveness standard. Table 2 provides a review of specific points from Section 114 that are relevant to managed care formulary committees. When HCEI is reviewed by a clinician, a concomitant review of approved prescribing information is recommended to understand the original basis of product approval and to help put the HCEI in context. However, when a decision maker believes he or she has inadequate information to support prescribing or formulary decisions, a request for additional specific information from the drug company is an option. A request based on use of the AMCP Format is a way to approach a company with an unsolicited request for information. But, more specific questions can be posed, and a company can respond fully without legal restriction. 34 Methodology standards and criteria for decision makers to use when assessing the available CER data are under development by organizations such as the CER Collaborative, of which the AMCP is a member. [35] [36] [37] This type of effort supports managed care pharmacists in sorting through the relevance and credibility of the information communicated to them in published studies and through promotional vehicles.
Regulators, legislators, and national health policymakers have recognized the need for more accessible information to support formulary and other medical decision making. They acknowledge the need for more research with improved availability and communication of study findings in practical terms that are useful to decision makers. In addition, the implementation of CER under the ARRA and the ACA will clearly generate new data and much scrutiny. It could generate new ideas for future legislative proposals on the communication of CER information. However, only if additional drug company promotional activities in the area of CER and/or HCEI come to the attention of the FDA, would additional guidance be expected to address regulatory policy in these areas.
It has been rumored for several years that the FDA will release guidance on Section 114. Recently, the FDA announced that draft guidance would not be released at this time, although it is in development. 38 Rather than wait for additional FDA
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None of the authors have received funding for the development of this research or manuscript. Perfetto has received research funding from the CER Collaborative, the National Pharmaceutical Council, and PhRMA Foundation and is a consultant to pharmaceutical companies. Burke is also a consultant to pharmaceutical companies. Study concept was contributed primarily by Perfetto and Burke. Data collection, analysis, and manuscript revision were performed by Perfetto, Burke, and Oehrlein. The manuscript was written primarily by Perfetto and Burke, along with Oehrlein and Gaballah. tion, then companies, policymakers, and regulatory bodies can work collaboratively with managed care pharmacy to create a regulatory environment that supports transparent communication of the desired information. This kind of collaboration may produce a process that ensures both appropriate regulatory oversight to prevent communication of false and misleading information, and one that is not a barrier to information. guidance on these issues to create a pathway for accessing information, managed care pharmacy may take a more active role, as it did in developing the AMCP Format. Managed care pharmacy can clearly articulate the types of information it needs (e.g., HCEI, CER, and patient-reported outcomes research); the format it prefers; and preferred vehicles for communication. This can help the FDA understand the environment in which the communication takes place, as well as the requested content (e.g., desired endpoints). It can also help companies in assessing appropriate vehicles for information dissemination. As the predominate stakeholder in the process, and to support access to appropriate and necessary information, managed care pharmacy should take a lead role in clearing the pathway for communication by shedding light on issues that Section 114 of the FDAMA was never intended to address and cannot resolve.
■■ Conclusions
Managed care pharmacists should be aware that companies are restricted when communicating HCEI promotional messages. For this reason, FDAMA Section 114 was originally intended to ease the provision of HCEI to formulary decision makers. A number of stakeholders believe this was not fully achieved and that FDA guidance is warranted or that the statute needs to be updated or replaced. Thus, Section 114 is undergoing renewed scrutiny and discussion.
Since formulary decision makers were the intended recipients of Section 114, managed care pharmacy has the opportunity to step into a leadership role, advocating for a process that suits its needs and a process that provides access to the information decision makers want in the format they prefer. If the managed care pharmacy community articulates clearly what information it needs and how it wants to receive that informa- 
